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AB A facile procedure was developed for the synthesis of 2-aryl/heteryl-4- (2H 
l-benzopyran-2-on-8-yl) -2, 3-dihydro-l, 5 -benzothiazepines I [R = H, Me; Rl 
= Ph, 4-MeOC6H4, 2-thienyl, 3-02NC6H4, 4-C1C6H4, 4-Me2NC6H4, 
4-HO-3-MeOC6H3, 3 , 4 - (MeO) 2C6H3 , 3-pyridyl; R2 = H, CI 5a-o] in 50-70% 
yields by the cyclocondensation reaction of 1- (2H-l-benzopyran-2 -one-8-yl) 
3-aryl/heteryl-2-propenones with 2 -amino-5-R2 -thiophenols (R2 = H 4a CI 
4b) in toluene in the presence of trif luoroacetic acid. 

IT 79692-52-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(prepn. and cyclocondensation reaction of, with aminothiophenols) 
RN 79692-52-7 CAPLUS 

CN 2H-l-Benzopyran-2-one, 7 -hydroxy-4 -methyl-8 - [l-oxo-3- (3 -pyridinyl) -2- 
propenyl] - (9CI) (CA INDEX NAME) 
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AB The title chalcone coumarins (I) [wherein Ar = (un) substituted 

(hetero) aryl; R = OH, OR10, or 0C0R11; RIO = (un) substituted alkyl, 
alkenyl, or alkynyl; Rll = alkyl, alkenyl, alkynyl, or Ph; Rl = H or 
(un) substituted alkyl] were prepd. as antiproliferative agents for the 
treatment or prevention of neoplasms, particularly those located in the 
uterus, ovary, or breast. For example, coupling pyridine -3 -carboxaldehyde 
with 4-methyl-7- (3 -methylbut-2-enyloxy) -8-acetylcoumarin in KOH and EtOH 
afforded II, which reduced the IC50 of paclitaxel from 426 nM to 86 nM 
against drug -resistant breast cancer cells in a cytotoxicity assay. I may 
also be useful for the treatment or prevention of menopausal disorders and 
osteoporosis (no data) . 

IT 329366 -37 -2P, 1- [4 -Methyl -7- (3 -methylbut-2 -enyloxy) coumarin-8-yl] - 
3- (pyridine - 3 -yl)propen-l -one 329366 -41-8P , 1- [4 -Methyl-7- (2- 
methylallyloxy) coumarin-8-yl] -3- (pyridine-3 -yl) propen-l-one 
329366 -47 -4P, 1- [4 -Methyl-7- (allyloxy) coumarin-8 -yl] -3- (pyridin-3- 
yl) propen-l-one 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) / SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation); USES (Uses) 

(prepn. of 8- (arylpropenoyl) coumarin antiproliferative agents by 
coupling 8 -acetylcoumarins with aryl aldehydes) 
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CN 2H-l-Benzopyran-2-one, 4-methyl-7- [ (3 -methyl-2 -butenyl) oxy] -8- [l-oxo-3 - (3- 
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RN 329366-41-8 CAPLUS 

CN 2H-l-Benzopyran-2-one, 4-methyl-7- [ (2 -methyl-2 -propenyl) oxy] -8- [l-oxo-3- (3- 
pyridinyl) -2-propenyl] - (9CI) (CA INDEX NAME) 
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AB 



IT 
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The title compds. I (R = H, OH; Rl = H, Et) , II (R = H, OH), and III (R = 
H, OH; R2 = H, Me) were pfepd. from the corresponding o- hydroxy acetyl 
coumarin. Thus, 7 -hydroxy- 8 -acetyl -4 -Me coumarin was condensed with 
3-pyridinecarboxaldehyde and the product cyclized by Se02 to give I (R = 
Rl = H) . 
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AB Pyridines I (R = Rl = H, RR1 = bond; R2 = substituted Ph, pyridyl, 

thienyl, furyl, benzof uranyl , styryl, quinolinyl; X = CO, CHOH, CH2 , 
C:NOH) were prepd.; they were useful in the treatment of hypoxia, 
decreased resistance to blood circulation in capillary vessels, increased 
capillary vessel permeability, and were coronary vasodilators. 
4-Formylpyridine in 1% NaOH at room temp, was treated with 

2,3,4- (MeO) 3C6H2COMe in EtOH to give I [RR1 = bond, R2 = 2 , 3 , 4 - (MeO) 3C6H2 , 

X = CO] (II) . II at 30 mg/kg increased the survival rate of rats at 150 mm 

Hg 24%. 
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RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. and treatment of anoxia by) 
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CN 2H-l-Benzopyran-2-one, 7 -hydroxy -4 -methyl -8- [l-oxo-3- (4 -pyridinyl) -2- 
propenyl] - (9CI) (CA INDEX NAME) 
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AB The title chalcone coumarins (I) [wherein Ar = (un) substituted 

(hetero) aryl; R = OH, OR10, or OCOR11; R10 = (un) substituted alkyl, 
alkenyl, or alkynyl; Rll = alkyl, alkenyl, alkynyl, or Ph; Rl = H or 
(un) substituted alkyl] were prepd. as antiproliferative agents for the 
treatment or prevention of neoplasms, particularly those located in the 
uterus, ovary, or breast. For example, coupling pyridine-3 -carboxaldehyde 
with 4-methyl-7- (3 -methylbut-2 -enyloxy) -8-acetylcoumarin in KOH and EtOH 



afforded II, which reduced the IC50 of paclitaxel from 426 nM to 86 nM 
against drug-resistant breast cancer cells in a cytotoxicity assay. I may 
also be useful for the treatment or prevention of menopausal disorders and 
osteoporosis (no data) . 
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34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

2H-l-Benzopyran-2-one, 8- [3- (3 -methoxyphenyl) -l-oxo-2-propenyl] -4 -methyl -7- 
(2-propynyloxy) - (9CI) 
C23 H18 05 




Me 



**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 
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L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 4-methyl-8- [l-oxo-3- (3 -pyridinyl) -2-propenyl] -7- (2- 

propenyloxy) - (9CI) 
MF C21 H17 N 04 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN 2H-l-Benzopyran-2-one, 4-methyl-7- [ (3 -methyl- 2 -butenyl) oxy] -8- [l-oxo-3- 
(3,4,5-trimethoxyphenyl) -2-propenyl] - (9CI) 



MF C27 H28 07 



OMe 




Me 



** PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 
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IN Benzaldehyde, 3-methoxy- (9CI) 

MF C8 H8 02 

CI COM 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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IN Benzaldehyde, 2 , 6 -dichloro- (6CI, 7CI, 8CI, 9CI) 

MF C7 H4 C12 O 

CI COM 



CI 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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IN 2H-l-Benzopyran-2-one / 4 -methyl -8- [l-oxo-3- (3 -pyridinyl) propyl] -7- (2- 
propynyloxy ) - ( 9CI ) 



MF C21 H17 N 04 




**PR0PERTY DATA AVAILABLE IN THE ' PROP ' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN 2H-l-Benzopyran-2-one, 4-methyl-8- (l-oxo-3-phenyl-2-propenyl) -7- (2 - 

propenyloxy) - (9CI) 
MF C22 H18 04 




Me 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN 2H-l-Benzopyran-2-one / 4-methyl-7- [ (3 -methyl-2 -butenyl) oxy] -8- (l-oxo-3- 

phenyl- 2 -propenyl) - (9CI) 
MF C24 H22 04 




Me 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 3-Pyridinecarboxaldehyde (9CI) 

MF C6 H5 N 0 

CI COM 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN 2H-l-Benzopyran-2-one / 8- [3- (2 , 6 -dichlorophenyl) - l-oxo-2 -propenyl] -4- 

methyl-7- (2 -propenyloxy) - (9CI) 
MF C22 H16 C12 04 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 4 -methyl-8- ( 1-oxo- 3 -phenyl -2 -propenyl ) -7- (2- 

propynyloxy) - (9CI) 
MF C22 H16 04 



C~ CH= CH— Ph 
HC= C- CH 2 ~ O^J^. 0 

Me 

**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 4-methyl-7- [ (2 -methyl -2 -propenyl) oxy] -8- [1-oxo- 

(3,4, 5 -trimethoxyphenyl) propyl] - (9CI) 
MF C26 H28 07 



OMe 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 8 -acetyl -4 -methyl -7- [ (3 -methyl -2 -butenyl) oxy] - 

(9CI) 
MF C17 H18 04 

Ac 

Me2C= CH- CH 2 - 

Me 




**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 
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IN Benzaldehyde, 4~fluoro- (9CI) 

MF C7 H5 F 0 

CI COM 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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IN 2H- 1 -Benzopyran- 2 -one , 8 -acetyl - 7 -me thoxy- 3 -methyl - ( 9CI ) 

MF C13 H12 04 



Ac 




Me 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-1 -Benzopyran- 2 -one, 8-acetyl-4 -methyl-7- (2 -propynyloxy) - (9CI) 
MF C15 H12 04 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 8- [3- (3 -methoxyphenyl) - l-oxo-2 -propenyl] -4 -methyl -7- 

[ (2 -methyl -2 -propenyl )oxy] - (9CI) 
MF C24 H22 05 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 4 -methyl -7- [ (3 -methyl -2 -butenyl) oxy] -8- [l-oxo-3- (3- 

pyr idinyl ) - 2 -propenyl ] - ( 9CI ) 
MF C23 H21 N 04 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN Benzaldehyde, 4-chloro- (9CI) 

MF C7 H5 CI O 

CI COM 



CI 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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IN 2H-l-Benzopyran-2-one, 7 -methoxy-3 -methyl-8- [l-oxo-3- (2-thienyl) -2 - 

propenyl]- (9CI) 
MF C18 H14 04 S 




Me 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 4 -methyl- 8- [l-oxo-3- (3 , 4 , 5 - trimethoxyphenyl) -2- 

propenyl] -7- (2 -propynyloxy) - (9CI) 
MF C25 H22 07 



OMe 



MeO. 



HC= C~ CH 2 -0. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one / 4-methyl-7- [ (2 -methyl-2 -propenyl) oxy] -8- (1-oxo- 

phenyl-2-propenyl) - (9CI) 
MF C23 H2 0 04 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Benzenepropanoic acid, .beta. - [ [ (1, 1-dimethylethoxy) carbonyl] amino] - 

. alpha. -hydroxy- , (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyl oxy) 
(benzoyloxy) -2a, 3 , 4 , 4a # 5 , 6, 9, 10, 11, 12 , 12a f 12b-dodecahydro-4 , 6 , 11- 
trihydroxy-4a, 8, 13, 13 -tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3 , 4] benz [1, 2-b] oxet-9-yl ester, ( .alpha .R, .beta. S) - (9CI) 

MF C43 H53 N 014 

CI COM 



Absolute stereochemistry . 
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L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN 2-Pyridinecarboxylic acid (9CI) 

MF C6 H5 N 02 

CI COM 



N. ^C0 2 H 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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IN 2H-l-Benzopyran-2-one, 8- [3- (4 -f luorophenyl) -l-oxo-2-propenyl] -4 -methyl -7 - 

(2-propynyloxy) - (9CI) 
MF C22 H15 F 04 




F 




C= 



O 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 



IN 2H-l-Benzopyran-2-one, 4-methyl-3- [l-oxo-3- (3 , 4 , 5- trimethoxyphenyl) -2- 

propeny 1 ] - 7 - ( 2 -propeny loxy ) - ( 9CI ) 
MF C25 H24 07 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 8-acetyl-4 -methyl-7- [ (2 -methyl -2 -propenyl) oxy] - 

(9CI) 
MF C16 H16 04 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 8-acetyl-4-methyl-7- (2 -propenyloxy) - (9CI) 
MF C15 H14 04 



Ac 




Me 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2-Thiophenecarboxaldehyde (7CI, 8CI, 9CI) 

MF C5 H4 O S 

CI COM 



/ S \^-~- CHO 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 8- [3- (4 -chlorophenyl) -l-oxo-2 -propenyl] -4 -methyl -7- 

(2-propenyloxy) - (9CI) 
MF C22 H17 CI 04^ 



CI 




Me 



• **PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 8- [3- (3 -methoxyphenyl) -l-oxo-2 -propenyl] -4 -methyl -7- 

(2-propenyloxy) - (9CI) 
MF C23 H2 0 05 




Me 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN 2H-l-Benzopyran-2-one, 4 -methyl- 7- [ (2 -methyl -2 -propenyl) oxy] -8- [l-oxo-3 - (3- 

pyridinyl) -2-propenyl] - (9CI) 
MF C22 H19 N 04 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 34 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Benzenepropanoic acid, .beta. - (benzoylamino) - .alpha. -hydroxy-, 

(2aR, 4S, 4aS, 6R, 9S, IIS, 12 S, 12aR, 12bS) -6 , 12b-bis (acetyloxy) -12- (benzoyloxy) - 
2a, 3, 4, 4a, 5 , 6, 9, 10, 11, 12 , 12a, 12b-dodecahydro-4 , ll-dihydroxy-4a, 8, 13 , 13- 
tetramethyl-5-oxo-7, 11-methano-lH-cyclodeca [3 , 4] benz [1, 2-b] oxet-9-yl 
ester, ( .alpha. R, .beta. S) - (9CI) 

MF C47 H51 N 014 

CI COM 



Absolute stereochemistry. Rotation (-) 
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IN Benzaldehyde, 3 , 4 , 5 - trimethoxy- (6CI, 7CI, 8CI, 9CI) 

MF CIO H12 04 

CI COM 



OMe 
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chain nodes : 

11 12 13 14 15 
ring nodes : 

1 2 3 4 5 6 7 
chain bonds : 

8-18 11-12 11-19 
ring bonds : 

1- 2 1-6 2-3 2-7 
exact/norm bonds : 

8-18 11-19 13-14 
exact bonds : 

2- 7 3-10 7-8 8-9 
normalized bonds : 

1-2 1-6 2-3 3-4 
isolated ring systems : 
containing 1 : 



18 19 
8 9 10 
12-13 13-14 
3-4 3-10 4-5 



5-6 7-8 8-9 9-10 



9-10 11-12 12-13 
4-5 5-6 
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